These additional experimental data, in a separate group of subjects, are presented in support of our main findings.
After a 12 hour overnight fast, ghrelin or saline administration occurred approximately three hours after an investigator-provided standard test breakfast (as in the first experiment). Subjects answered questions pertaining to their hunger, nausea, boredom and irritability levels on a visual analog scale (e.g. how hungry are you right now?).
Stimulation Paradigms
A total of 72 different images were presented during each of the three functional sequences of which 24 were food images, 24 were scenery images, and 24 were images of faces displaying disgusted, fearful, happy or neutral facial expressions. The order in which the stimuli were viewed was randomized for all subjects. Each image was presented for 3 seconds with an average interstimulus interval (ITI) of 4 seconds. Longer ITIs ("null events") were also included to gain an estimate of baseline activity. In an effort to increase the effective sampling rate and allow an even sampling of voxels across the entire brain volume the presentation of the stimuli was slightly de-synchronized with regards to the onset of volume acquisitions. Stimuli were presented on a projector screen using E-PRIME software (Psychology Software Tools, Pittsburgh PA).
On the next day, subjects returned to the lab for a memory task. They viewed 36 of the previously seen photographs randomly intermixed with 36 novel photographs. Subjects indicated whether each photograph had been seen previously or not.
fMRI Acquisition FMRI scanning was performed at the Montreal Neurological Institute using a 3T Siemens Trio with a standard head coil. Functional scanning began 30 minutes after ghrelin or saline administration. One anatomical scan and three functional sequences comprised each scanning session. Following the anatomical scan, functional T2* weighted images were acquired using blood oxygenation level-dependent (BOLD) contrast, (T R = 2500 msec, T E = 30ms, flip angle = 90 o , FOV = 256mm, voxel size 4 x 4 x 4 mm 3 ) covering the entire brain (34 interleaved slices at an angulation of -30 o to the anterior-posterior commissural plane). Two dummy images were taken at the start of each functional scan to reduce non-steady state effects.
fMRI Data Analysis
Images from each scan were realigned with the third frame of the first run, motion corrected, and smoothed using an 6 mm full-width half-maximum isotropic Gaussian kernel. A general linear model was designed using separate regressors for food, scenery and face pictures, composed of boxcar functions convolved with a standard hemodynamic response function. Contrasts of food minus scenery were calculated to generate t-maps. Parametric images were transformed into standard stereotaxic space (Talaraich and Tournoux, 1988) derived from the MNI 305 template (Collins et al., 1994) and a mixed effects statistical model was used to subsequently conduct a group analysis (Worsley et al., 2002) . In order to compare the ghrelin and saline conditions, the effect sizes from the general linear model were extracted from the peak voxels of areas of significant activation. To avoid biasing the analysis, the maximum peak location for each region was selected from the ghrelin and saline t-maps, and effect sizes extracted from the ghrelin and saline analyses using the corresponding coordinates.
Results
Only the results of the food minus scenery contrast are presented here. Table S1 and Fig. S1 demonstrate that ghrelin increased the brain response to food pictures (when compared to scenery) in the bilateral insula, left amygdala, hippocampus and parahippocampal gyrus (PHG), and bilateral fusiform and pulvinar, among other visual areas. All effects were highly significant at p < 0.0005. The BOLD effect in the left amygdala and bilateral insula correlated with hunger ratings (Fig. S2) . Memory for food pictures (tested the next day) was significantly greater for the ghrelin session than the saline session (p < 0.001), and the memory score correlated with the increased BOLD effect size due to ghrelin (i.e. ghrelin minus saline sessions) in the left amygdala. S1: Food minus scenery contrast for the ghrelin and saline states Brain areas of significant BOLD signal contrasts between food and scenery cues under the ghrelin and saline states for all subjects. All peaks are listed at p<0.001 uncorrected with a minimum cluster extent of 20 contiguous voxels.
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Figure S2
Significant correlation between hunger rating and BOLD signal increase in the left amygdala (difference between ghrelin and saline scans).
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APPENDIX 2: SUPPLEMENTARY MATERIAL Table S2 . Food minus scenery contrast (control 1 and control 2 combined) Figure S3 . Control/Control group BOLD effect (food minus scenery) during control 1 and control 2 at areas that showed an effect in the control-control study. Voxel coordinates that were used are peak values from the food minus scenery contrast for the two control blocks combined. Note that all insula activation was sub-threshold. There were no significant differences between the two conditions.
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